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Abstract
Background One of the hypothalamus-pituitary axis hormones which may play a crucial role in pathophysiology of migraine is
prolactin which is secreted from anterior pituitary gland and synthesized by various immune system cells as well. Whether
prolactin blood levels can affect the migraine pathogenesis is an open question. Therefore, investigating prolactin circulatory
levels in migraineurs may pave the way to underpin the mechanisms of migraine pathophysiology at biochemical levels. In the
current investigation, the prolactin blood levels in the migraine subjects were investigated using systematic review and meta-
analysis.
Methods Using online and specialized biomedical databases including Google Scholar, Medline, Pubmed, Pubmed Central,
Embase, and Scopus, without the beginning date restriction until Feb 2019, the systematic review retrieved 11 publications in this
systematic review after fulfilling for the inclusion and exclusion criteria. For heterogeneity, extent calculation statistical testing
was applied. In the present study, the levels of circulatory prolactin in migraineurs assessed using standardized mean difference
(SMD) as the effect size.
Results Q quantity and I2% statistic index showed a high heterogeneity in the 13 selected publications (188.370 and 92.568,
respectively) and random-effects model was chosen for further analyses. The meta-analysis on a total number of 460 migraineurs
and 429 healthy controls found that the weighted pooled SMD for the effects of prolactin blood concentrations on migraine
pathogenesis was as follows: SMD= 1.435 (95% confidence interval, 0.854–2.015).
Conclusion The current investigation presents evidence that prolactin blood levels are higher in migraineurs than healthy
subjects.
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Article highlights
• Association between blood prolactin and migraine pathogenesis was
investigated using meta-analysis.
• The included studies (systematic review) were heterogeneous and
random-effects model was applied.
• The pooled SMD for prolactin blood levels was 1.435 (95% confidence
interval, 0.854 - 2.015). P value for the z-test was 0.000.
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